of carbon dioxide and secondly by direct binding of carbon dioxide as carbamate. The latter reaction was formerly thought to contribute about 30% to the total amount of carbon dioxide exchanged during the respiratory cycle. However, the discovery that carbamate formation and DPG binding are antagonistic processes led to a considerable downward revision of the physiological significance of carbamate compounds for the transport of carbon dioxide (Bauer 1969 , Bauer & Schroeder 1972 . The said interaction between the binding of carbon dioxide and DPG leads, however, to an increase ofthe number ofhydrogen ions which hemoglobin takes up upon deoxygenation (Siggaard-Andersen & Salling 1971 Our particular interest in the relationship between age and various components of the thrombotic and hemostatic mechanisms arises from a prospective study of arterial disease (Meade 1973) , in which we are attempting to improve the individual prediction of clinical arterial disease by introducing direct measures of fibrinolytic and platelet activity, and of clotting factors. If fibrinolytic activity is a determinant of later clinical arterial disease, it night be expected to decrease with age; on the same hypothesis clotting factors might be expected to increase.
On the other hand, advancing age might result in a progressive impairment of the cellular manufacture of the proteins concerned. For fibrinolytic activity, the net effect would be determined by the balance between the production of activators and inhibitors. For clotting factors the net effect would depend on total amounts produced, and the ease with which activation occurred.
This interim report gives information from cross-sectional data on the associations of fibrinolytic activity and of clotting factors V, VII and VIII with age. The data concern 316 men and 104 women not on oral contraceptives; all 420 are London employees of a large food manufacturing company.
Methods
Fibrinolytic activity is expressed as the reciprocal of the dilute blood clot lysis time (Fearnley 1957) in horus. This transformation gives a direct, rather than inverse measure of activity, and also provides an approximately normal distribution of activities.
Factors at older ages the reverse is true. The difference between the rates of increase in men and women is also significant (P<0.01).
Apart from factor VII, there are as yet in our data no significant alterations with age in women; these may or may not become apparent when larger numbers are available.
Discussion
The results strongly suggest a rise in factors V, VII and VIII and a fall in fibrinolytic activity in men as age advances. These findings are consistent with the bypothesis that impaired fibrinolytic activity and raised clotting factor levels are involved in the onset of clinically manifest arterial disease. In the case of factor VII, the observation that age-specific levels in women are lower than those for men in the younger age-groups but that the reverse is true at older ages, parallels the situation found with blood pressure (Pickering 1968) .
Caution is, however, necessary in interpreting associations with age that are established from cross-sectional data. It could be, for example, that the alterations with age we have presented are due to differences in exposure during the last 50 or 60 years to environmental determinants of fibrinolytic activity and clotting factors; in due course, longitudinal data will permit further consideration ofthis problem.
